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T4, L3T4 (mouse), W3/25 (rat) 
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Molecular weights 

Polypeptide 48400 

SDS PAGE 

reduced 55 kD 
unreduced 55 kD 

Carbohydrate 

N-linked sites 2 
O-linked nil 

Human gene location and size 
12pter-pl2 ; 33 kb 1 
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Tissue distribution 

CD4 is expressed on mosr thymocytes and approximately two thirds of 
peripheral blood T cells, which constitute the CD8 negative cells 2. In 
Julr : and rat but not in mouse. CD4 is expressed on monocytes and 
macrophages 2 . 



Structure 

The' extracellular domain is made up of four IgSF domains. The structures 
of the amino terminal two domains have ^en determined by X-ray 
crystallography, confirming that they are Ig-like *« Domain 2 is 
characterfzed by an unusual disulphide within one beta sheet and domam 3 
lacks a disulphide in the position conserved m most IgSF domains. Cat CD4 
shows some unusual features with 17 residues inserted between domains 1 
and?* There is an additional Cys in domain 1 and the Cys in the unusua p 
Strand C position in domain 2 is replaced with a Trp and there » an extra 
Cys in the (5 strand F The position of the NH 2 -terminus has been 
established for the rat homologue 6 . 

Function 

CD4 is an accessory molecule in the recognition of foreign antigens in 
association with MHC Class H antigens by T cells *. MAbs against CD4 
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inhibit T cell functions in vivo and in vitro 2 . The cytoplasmic domain of 
CD4 is phosphorylated at Ser residues 408, 415, 431 |see below) when T 
cells are activated by antigen or phorbol esters 7 . The cytoplasmic domain 
interacts with a lymphocyte-specific tyrosine kinase called p56 lck through a 
motif shown below fi . CD4 is a receptor for HIV-1 (AIDS virus) and the 
binding of the viral gpl20 protein is to a region of the amino terminal 
domain 3 ' 4 . 



Comments 

CD4 shows particularly close similarities in overall structure to the LAG-3 
protein (see page 342). 
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Motifs involved in CD4 function 

p56 lck recognition site (underlined) and Ser residues phosphorylated (in bold) 
RRQAERMSO I KRLtSEMXC_Q£PHRFOKTC SPI ( 433 ) 



Database accession numbers 

PIR SWISSPROT EMBL/GENBANK REFERENCE 

Human AO2109 P01730 Ml 2807 2 

Rat A27449 P05540 M15768 6 

Mouse A02110 P06332 M 138 16 2 



Amino acid sequence of human CD4 
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MNRGVPFRHL 
KKV V LGKKGD 
LNDRADSRRS 
TANSDTH LLQ 
LQDSGTWTCT 
AFTVEKLTGS 
KKLPLHLTLP 
LTCEVWGPTS 
GOV LLESN I K 
RROAERMSQ I 



LLVLQ 
TVELT 
LWDOG 
GQSLT 
VLQNQ 
GELWW 
GALPO 
PKLML 
VLPTW 
KRLLS 



LALLP 
CTASQ 
NFPLI 
LTLES 
KKVEF 
OAERA 
YAGSG 
SLKLE 
STPVG 
EKKTC 



AATQG 

KKSIGFHWKN 
I KNLKI EOSD 
PPGSSPSVOC 
KID I VVLAFO 
SSSKSWITFD 
NLTLALEAKT 
NKEAKVSKRE 
P MALIVLGGV 



SNQ I KI LGNQ 
TYICEVEDQK 
RSPRGKN1QG 
KASSIVYKKE 
LKNKEVSVKR 
GKLHQEV N LV 
KAVWVINPEA 
AGLLLFIGLG 



GSFLTKGPSK 
EEVQLLVFGL 
GKTLSVSOLE 
GEQVEFSFPL 
VTQDPKLQMG 
VMRATQLQKN 
GMWOCLLSDS 
IFFCV RCRHR 



QCPHRFQKTC SPI 
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